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/ABSTRACT

Background. Neurokinin (NK) 1 receptor antagonists (RAs),
administered in combination with a 5-hydroxytryptamine-3
(5-HT3) RA and dexamethasone (DEX), have demonstrated
clear improvements in chemotherapy-induced nausea and
vomiting (CINV) prevention over a 5-HT;RA plus DEX. How-
ever, studies comparing the NK;RAs in the class are lacking.
A fixed combination of a highly selective NK;RA, netupitant,
and the 5-HT3RA, palonosetron (NEPA), simultaneously tar-
gets two critical antiemetic pathways, thereby offering a
simple convenient antiemetic with long-lasting protection
from CINV. This study is the first head-to-head NK;RA com-
parative study in patients receiving anthracycline cyclophos-
phamide (AC) and non-AC moderately emetogenic
chemotherapy (MEC).

Materials and Methods. This was a pragmatic, multicenter,
randomized, single-cycle, open-label, prospective study
designed to demonstrate noninferiority of single-dose NEPA
to a 3-day aprepitant regimen in preventing CINV in

chemotherapy-naive patients receiving AC/non-AC MEC in a
real-life setting. The primary efficacy endpoint was
complete response (no emesis/no rescue) during the overall
(0-120 hour) phase. Noninferiority was achieved if the
lower limit of the 95% confidence interval (Cl) of the differ-
ence between NEPA and the aprepitant group was greater
than the noninferiority margin set at —10%.

Results. Noninferiority of NEPA versus aprepitant was dem-
onstrated (risk difference 9.2%; 95% Cl, —2.3% to 20.7%);
the overall complete response rate was numerically higher
for NEPA (64.9%) than aprepitant (54.1%). Secondary end-
points also revealed numerically higher rates for NEPA than
aprepitant.

Conclusion. This pragmatic study in patients with cancer
receiving AC and non-AC MEC revealed that a single dose of
oral NEPA plus DEX was at least as effective as a 3-day
aprepitant regimen, with indication of a potential efficacy
benefit for NEPA. The Oncologist 2021;26:e1870-e1879

Implications for Practice: In the absence of comparative neurokinin 1 (NK;) receptor antagonist (RA) studies, guideline
committees and clinicians consider NK;RA agents to be interchangeable and equivalent. This is the first head-to-head study
comparing one NK;RA (oral netupitant/palonosetron [NEPA]) versus another (aprepitant) in patients receiving anthracycline
cyclophosphamide (AC) and non-AC moderately emetogenic chemotherapy. Noninferiority of NEPA versus the aprepitant
regimen was demonstrated; the overall complete response (no emesis and no rescue use) rate was numerically higher for
NEPA (65%) than aprepitant (54%). As a single-dose combination antiemetic, NEPA not only simplifies dosing but may offer
a potential efficacy benefit over the current standard-of-care.
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INTRODUCTION

Use of combinations of antiemetic agents has revolution-
ized supportive care for cancer patients by dramatically
improving prevention of chemotherapy-induced nausea and
vomiting (CINV) for patients undergoing emetogenic che-
motherapy [1]. CINV, and in particular emesis, can now be
prevented in the majority of patients when guideline-
recommended antiemetic prophylaxis is administered [2, 3].
Consequently, the quality-of-life of patients with cancer is
improved and patients are able to continue their chemo-
therapy without dose reductions or disruption [1].

Evidence-based antiemetic guidelines, whether international
(i.e., American Society of Clinical Oncology [4] or Multinational
Association of Supportive Care in Cancer [MASCC]/European
Society for Medical Oncology [ESMO]) [5] or national
(e.g., National Comprehensive Cancer Network [NCCN]) [6], all
consistently recommend coadministration of a combination reg-
imen consisting of a neurokinin-1 (NK;) receptor antagonist
(RA), 5-hydroxytryptamine-3 (5-HT3) RA and a corticosteroid,
such as dexamethasone (DEX) (£ olanzapine) for patients
receiving highly emetogenic chemotherapy (HEC), including
anthracycline/cyclophosphamide (AC)-based regimens. NCCN
guidelines also recommend this “triple” combination in the
moderately emetogenic chemotherapy (MEC) setting for
patients at higher emetic risk or for whom previous 5-HT3 RA
plus DEX treatment has failed.

Aprepitant was the first NK; RA approved, with numer-
ous studies establishing superior efficacy when used in con-
junction with a 5-HT3; RA plus DEX over the “double”
combination of a 5-HT 3 RA plus DEX in the cisplatin-based
HEC [7-9] and AC [10] settings. Subsequent alternative for-
mulations (i.e., fosaprepitant, intravenous [IV] aprepitant/
HTX-019) or agents (i.e., rolapitant) were approved based
on demonstrating pharmacokinetic bioequivalence [11] or
noninferiority [12] to the oral formulation or by similarly
demostrating an incremental benefit of the NK; RA triple
regimen over a 5-HT3 RA plus dexamethasone [13]. As was
the case with aprepitant, these registration studies
occurred primarily in the HEC settings [12—-14], with com-
parative studies evaluating one NK; RA regimen versus
another lacking.

Netupitant/palonosetron (NEPA) is the only oral fixed
combination antiemetic agent developed and uniquely
comprises a highly selective NK; RA, netupitant (300 mg)
and the clinically [15] and pharmacologically [16] distinct
5-HT; RA, palonosetron (0.5 mg). The simultaneous
targeting of two critical antiemetic pathways, in unison with
the single-dose administration, offers a simpler convenient
antiemetic with long-lasting protection from CINV. Consis-
tent with the development of other NK; RAs, pivotal regis-
tration studies for the U.S. and Europe demonstrated
superiority of NEPA plus DEX over palonosetron plus DEX in
preventing CINV following both cisplatin- [17] and AC-based
chemotherapy [18]. NEPA also showed sustained efficacy
over multiple cycles in both HEC and MEC settings [19, 20].

For approval in China, a regulatory requirement man-
dated a comparison of NEPA + DEX to an aprepitant triple
regimen. The first head-to-head trial comparing one NK; RA
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to another was conducted in patients receiving cisplatin-
based HEC [21]. This study demonstrated noninferiority of
NEPA to an aprepitant (APR)/granisetron regimen for the
primary endpoint of overall (0-120 hours) complete
response (no emesis and no rescue use), with outcomes for
secondary efficacy endpoints favoring NEPA.

A  follow-up head-to-head comparative study
(NCT03831633) was subsequently conducted in France,
expanding on the existing data set for NEPA by exploring
NEPA versus an aprepitant standard-of-care (SoC) regimen
in the AC/non-AC MEC setting in real-world clinical practice.
The Association Francophone des Soins Oncologiques de
Support (AFSOS) antiemetic guidance [22] in France sug-
gests that an NK; RA regimen be administered prophylacti-
cally in both the HEC and MEC settings. Herein are
described the results of this first head-to-head NK; RA com-
parative study in the AC/non-AC MEC setting, designed as a
pragmatic study with an objective to demonstrate nonin-
feriority of single-dose NEPA to a 3-day aprepitant SoC regi-
men in preventing CINV in patients receiving AC/non-AC
MEC in a real-life setting.

MATERIALS AND METHODS

Study Design

This was a pragmatic, multicenter, randomized, single-cycle,
open-label, parallel group prospective study, conducted at
30 enrolling sites in France between November 2018 and
October 2019. The trial protocol was approved by an inde-
pendent ethics committee and all patients provided written
informed consent prior to initiation of any study treatment.
The study was conducted in accordance with recognized
international scientific and ethical standards, including but
not limited to the International Conference on Harmoniza-
tion guideline for Good Clinical Practice and the Declaration
of Helsinki. This trial was registered with ClinicalTrials.gov
with identifier NCT03831633.

Patients

Eligible patients were male or female, 218 years, naive to
chemotherapy, and scheduled to receive their first course
of AC-based chemotherapy or MEC for treatment of a histo-
logically or cytologically confirmed solid malignant tumor.
Patients were required to have an Eastern Cooperative
Oncology Group performance status of 0-2. Patients were
eligible if they were scheduled to receive prevention of
CINV with either NEPA or aprepitant (the SoC in France).
Patients were ineligible if they were pregnant or
breastfeeding or if they had any hypersensitivity to active
substances, excipients, or other ingredients of NEPA or
aprepitant.

Treatment

Patients who met the inclusion and exclusion criteria were
randomly assigned (1:1) to receive either NEPA or
aprepitant treatment, both in conjunction with DEX prior to
chemotherapy on day 1. Randomization was stratified by
chemotherapy (AC and non-AC MEC).

© 2021 The Authors.
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NEPA vs. APR Regimen

NEPA was administered as a single oral capsule approxi-
mately 1 hour prior to chemotherapy on day 1 only,
whereas oral aprepitant 125 mg was administered approxi-
mately 1 hour prior to chemotherapy and also once daily
(80 mg) on days 2 and 3. Per protocol intravenous
ondansetron 8 mg was the 5-HT5; RA to be administered in
conjunction with aprepitant prior to chemotherapy on day
1. Dexamethasone (8 mg daily) was to be continued on days
2-4 in both groups. Randomization used an interactive web
response system; treatment was initiated on the day of
randomization.

Assessments

From the start of chemotherapy on day 1 until day 6, each
patient completed a diary, capturing information pertaining
to emetic episodes, severity of nausea, and concomitant
medications taken. An emetic episode was defined as any
episode of vomiting or retching or combined vomiting and
retching. Severity of nausea was evaluated on a daily basis
using a 100-mm horizontal visual analog scale (VAS). The
left end of the scale (0 mm) was labeled as “no nausea,”
and the right end of the scale (100 mm) was labeled as
“extremely strong nausea.”

The primary efficacy endpoint was complete response
(no emesis and no rescue medication) during the overall
(0-120 hours) phase following initiation of chemotherapy.

Key secondary efficacy endpoints were complete
response during the acute (0-24 hours) and delayed (>24-
120 hours) phases. Additional secondary endpoints included
no emesis and no rescue use rates and proportion of
patients with no significant nausea (VAS score <25 mm)
during the acute, delayed and overall phases. Safety was
assessed primarily through collection of treatment-
emergent adverse events.

Statistical Analysis
The full analysis set (FAS) population was defined as all ran-
domized patients who received at least one dose of anti-
emetic treatment and chemotherapy and had a record of
any data post randomization. Following the intent-to-treat
principle, patients were assigned in the analyses to the
group they were initially randomized. The as treated
(AS) population included patients from the FAS population
but they were assigned to the treatment group according
to the study treatment they actually received. Although not
permitted by study protocol, one patient received both
study treatments; for the statistical analyses of the AS pop-
ulation, the patient was considered as receiving the SoC
(aprepitant regimen). Patients in the AS population were
reassigned to the correct stratum (AC or non-AC MEC)
according to the chemotherapy that they actually received.
The AS population was defined as the primary population
for the primary efficacy endpoint (overall complete
response); as a sensitivity analysis, complete response was
also evaluated in the FAS population. The FAS population
was the population analyzed for the secondary efficacy
endpoints.

For the primary endpoint of overall complete response,
the noninferiority of NEPA and the aprepitant regimen was
demonstrated if the lower limit of the confidence interval
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(Cl; two-sided 95% ClI significance level) of the difference
between NEPA and the aprepitant group in the proportion
of patients with overall complete response was greater
than —10%. In addition, the odds ratio estimates and asso-
ciated 95% Cls were analyzed using a logistic regression
model with stratification factor, age, and sex as covariates
and no interaction. The 95% CI was obtained by applying
the delta method for the computation of the SE of the dif-
ference in percentage. The probability of complete
response to treatment was modeled using the logit link
function.

It was planned in the protocol to test the noninferiority
of NEPA in each of the AC and non-AC MEC subgroups by a
sequential procedure (all patients — AC — non-AC). If non-
inferiority was demonstrated for overall complete response
in the overall study population, then the AC population was
to be evaluated; if noninferiority was demonstrated for AC,
then the non-AC subgroup would have been tested as well.
Based on this sequential procedure, the statistical testing
was to stop if noninferiority was not demonstrated; how-
ever, post hoc analyses of noninferiority were performed to
have a comprehensive picture of the results.

For the key and additional secondary efficacy endpoints,
statistical analyses were carried out using the same
methods described for the primary endpoint. The sample
size in the study was based on the assumption of an overall
complete response rate of approximately 78% in both
treatment groups. The noninferiority margin was set at
—10%. For a one-sided test of difference using a type | error
of 0.025, a sample size of 426 total patients was needed to
ensure 80% power; sample sizes of 168 patients in the AC
and 258 patients in the non-AC MEC groups were
predefined.

The number and proportion of patients who experi-
enced treatment-emergent adverse events and treatment-
related adverse events were listed and descriptively
summarized by treatment group.

REsuLTS

Patient Population

A total of 430 patients were randomized (n = 215 to each
treatment group). Seven patients were screened but not
randomized because they did not meet inclusion criteria
(Fig. 1). The FAS and AS populations had almost identical
numbers of patients (n = 187/188 patients in the NEPA
arm and n = 186/185 in the aprepitant arm, respectively).
The main reasons for exclusion from the randomization
groups were no administration of antiemetic treatment and
lack of data after randomization.

Baseline characteristics were generally similar between
the two treatment groups for all patients and also for the
AC and non-AC MEC subsets (Table 1). The patient popula-
tion included predominantly women with breast cancer in
the AC subset and predominantly men in the non-AC MEC
subset; gastric and lung cancer were the most common can-
cer types in the non-AC MEC group and oxaliplatin and car-
boplatin  were the most commonly administered
chemotherapy.

Oncologist
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| screened (n=437) |

| Randomized (n =430) |

NEPA
(n=215)

!

Aprepitant Regimen
(n=215)

l

Full Analysis Set (FAS) population (n = 187)
Excluded:

« Did not receive antiemetic treatment (n = 15)
« Lack of any data post-randomization (n = 13)

Full Analysis Set (FAS) population (n = 186)
Excluded:

« Did not receive antiemetic treatment (n=12)
« Lack of any data post-randomization (n = 17)

Stratification group:
AC (n=78)
Non-AC MEC (1= 109)

Stratification group:
AC (n = 84)
Non-AC MEC (n = 102)

As Treated (AS) population (n=188; 187 FAS + 2 - 1)
+ NEPA received but randomized APR arm (n=2)
- Both treatments received but randomized to NEPA (n=1)

As Treated (AS) population (n =185; 186 FAS +1 - 2)
+ Both treatments received but assigned to APR (n = 1)
- NEPA received but randomized to APR (n = 2)

Stratification group:
AC (N =75)
Non-AC MEC (n = 113)

Figure 1. Consort diagram.

Stratification group:
AC (n =82)
Non-AC MEC (n = 103)

Abbreviations: AC, anthracycline cyclophosphamide; APR, aprepitant; MEC, moderately emetogenic chemotherapy; NEPA,

netupitant/palonosetron.

Compliance to the NEPA regimen was 100%, whereas
only 89% patients in the aprepitant arm received all three
aprepitant doses (days 1-3). The majority of patients (91%
in both groups) received a corticosteroid on day 1; however,
only approximately half of patients took a corticosteroid on
days 2 and 3 and approximately a third on day 4. Methyl-
prednisolone was the most commonly used corticosteroid.
Corticosteroid use was balanced between groups for the
overall population as well as in the AC and non-AC MEC
subsets. Table 2 presents an overview of the actual use
antiemetics making up both treatment groups.

Efficacy

Complete Response, No Emesis, No Rescue Use, and No
Significant Nausea in the Overall Study Population

The primary endpoint, defined as complete response
(no emetic episode and no rescue medication) during the
overall phase in the AS population, was numerically higher
for NEPA (64.9%) compared with the aprepitant regimen
(54.1%). Noninferiority was established with the lower limit
of the 95% Cl of the difference between NEPA and
aprepitant at —2.3%, above the noninferiority margin of
—10%; the risk difference of NEPA minus aprepitant was
9.2% (Fig. 2).

In the FAS population, noninferiority of NEPA and
aprepitant was also reached with overall complete response
rates of 65.2% and 53.8%, respectively, a difference of 9.7%
and 95% Cl (—1.6 to 21.0). The complete response rates
during the acute and delayed phases (key secondary end-
points) were also numerically higher for NEPA (74.5% and
90.4%, respectively) than for the aprepitant regimen (68.1%
and 85.9%, respectively); noninferiority between NEPA and
aprepitant was established.

www.TheOncologist.com

The secondary endpoint analyses of proportions of
patients with no emesis, no rescue use, and no significant
nausea in the FAS population revealed consistently numeri-
cally higher rates for NEPA than the aprepitant regimen,
with the greatest difference (6%) seen during the overall
phase for no rescue use and no significant nausea (Table 3).

Complete Response, No Emesis, No Rescue Use, and
No Significant Nausea in the AC/Non-AC MEC
Subsets

The results for the prespecified secondary endpoint ana-
lyses in the subsets of patients receiving AC or non-AC MEC
are as follows.

W NEPA (n =188)
Aprepitant Regimen (1= 185)
100
90.4

90 A 859
80 -

70 - 68.1 49

60 54.1
50
40
30 A
20
10 4

Percent of Patients

Acute (0-24 h) Delayed (>24-120 h) Overall (0-120 h)

Risk Difference
NEPA - Aprepitant 5.4% 2.6% 9.2%
(95% CI): (-5.5%, 16.3%) (-3.4%, 8.6%) (-2.3%, 20.7%)

Non-inferiority margin set at -10%

Figure 2. Complete response rates (overall study population, as
treated population).
Abbreviations: Cl,
palonosetron.

confidence interval; NEPA, netupitant/
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Table 1. Patient baseline and disease characteristics (full analysis set population)

NEPA Aprepitant regimen
AC Non-AC MEC Overall AC Non-AC MEC Overall
Characteristic (n=178) (n = 109) (n = 187) (n = 84) (n = 102) (n = 186)
Gender, n (%)
Male 2(2.6)  65(59.6) 67 (35.8) 4(4.8)  48(47.1) 52 (28.0)
Female 76 (97.4) 44 (40.4) 120 (64.2) 80(95.2) 54 (52.9) 134 (72.0)
Age, mean (SD), yr 56 (11) 66 (11) 62 (12) 54 (12) 64 (10) 59 (12)
<60, n (%) 46 (59.0) 30 (27.5) 76 (40.6) 53(63.1) 36(35.3) 89 (47.8)
260, n (% 32 (41.0) 79(72.5) 111 (59.4) 31(36.9) 66 (64.7) 97 (52.2)
Most common (25%) cancer
types, n (%)
Breast 73 (93.6) 4 (3.7) 77 (41.2) 81 (96.4) 5 (4.9) 86 (46.2)
Gastric 0 33 (30.3) 33 (17.6) 1(1.2)  35(34.3) 36 (19.4)
Lung 0 19 (17.4) 19 (10.2) 0 12 (11.8) 12 (6.5)
Most common AC/non-AC
MEC, n (%)
Cyclophosphamide 75(96.2)  3(2.8) 78 (41.7) 81(96.4)  5(4.9) 86 (46.2)
Epirubicin 66 (84.6) 0 66 (35.3) 74 (88.1)  2(2.0) 76 (40.9)
Doxorubicin 10 (12.8) 0 10 (5.3) 7(8.3) 1(1.0) 8 (4.3)
Oxaliplatin 1(1.3)  56(51.4) 57 (30.5) 1(1.2)  57(55.9) 58 (31.2)
Carboplatin 1(1.3) 46 (42.2) 47 (25.1) 1(1.2)  35(34.3) 36 (19.4)
Irinotecan 1(13)  15(13.8) 16 (8.6) 0 19 (18.6) 19 (10.2)

Abbreviations: AC, anthracycline cyclophosphamide; MEC, moderately emetogenic chemotherapy; NEPA, netupitant/palonosetron.

Table 2. Actual administration of study treatments (full analysis set population)

NEPA Aprepitant regimen
AC Non-AC MEC Overall AC Non-AC MEC Overall

Characteristic (n = 78) (n = 109) (n = 187) (h=284) (n=102) (n = 186)
NEPA received on day 1 78 (100) 109 (100) 187 (100) NA NA NA
Aprepitant taken on:

Day 1 NA NA NA 83 (98.8) 101 (99.0) 184 (98.9)

Day 2 NA NA NA 74 (88.1) 94 (92.2) 168 (90.3)

Day 3 NA NA NA 73(86.9)  92(90.2) 165 (88.7)
Type of 5-HT; RA used with
aprepitant

Ondansetron NA NA NA 74 (88.1) 79 (77.5) 153 (82.3)

Granisetron NA NA NA 5(6.3) 8 (7.8) 13 (7.0)

Palonosetron NA NA NA 1(1.2) 7 (6.9) 8 (4.3)

None NA NA NA 4 (4.8) 8(7.8) 12 (6.5)
Corticosteroid taken on:

Day 1 72 (92.3) 98 (89.9) 170 (90.9)  78(92.9)  92(90.2) 170 (91.4)

Day 2 46 (59.0) 47 (43.1) 93(49.7) 51(60.7) 46 (45.1) 97 (52.2)

Day 3 46 (59.0) 45 (41.3) 91(48.7) 50(59.5)  41(40.2) 91 (48.9)

Day 4 30 (38.5) 34 (31.3) 64 (34.2) 30(35.7) 29 (28.4) 59 (31.7)

Data are presented as n (%).
Abbreviations: 5-HT3, 5-hydroxytryptamine-3; AC, anthracycline cyclophosphamide; MEC, moderately emetogenic chemotherapy; NA, not appli-
cable; NEPA, netupitant/palonosetron; RA, receptor antagonist.

In the AC subset, noninferiority of NEPA and the aprepitant than aprepitant during all phases post-chemotherapy (Fig. 3). For
regimen was established for complete response during the del- the secondary efficacy endpoints, the most notable finding was a
ayed phase but not during the acute and overall phases. How- 13% difference favoring NEPA for rates of no significant nausea
ever, slightly higher complete response rates were seen for NEPA during both delayed and overall phases (Table 4).
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Table 3. Secondary efficacy endpoints (all patients, full analysis set population)

Endpoint, n (%) NEPA (n = 187) Aprepitant regimen (n = 186) Risk difference (95% Cl)

No emesis
Acute 152 (81.3) 145 (78.0) 1.9 (=7.4 to 11.3)
Delayed 169 (90.4) 164 (88.2) 1.0 (—5.1t0 7.2)
Overall 134 (71.7) 123 (66.1) 3.4 (—7.4t0 14.3)

No rescue use
Acute 160 (85.6) 153 (82.3) 2.6 (5.7 to 11.0)
Delayed 171 (91.4) 162 (87.1) 2.9 (—3.3t09.0)
Overall 144 (77.0) 129 (69.4) 6.2 (—3.6 to 16.0)

NSN
Acute 139 (77.2) 136 (74.3) 1.8 (—8.5t012.2)
Delayed 127 (70.9) 115 (63.9) 4.8 (—5.9 to 15.5)
Overall 116 (64.8) 102 (56.4) 6.3 (—5.1to 17.7)

Abbreviations: Cl, confidence interval; NEPA, netupitant/palonosetron; NSN, no significant nausea.

In the non-AC MEC subset, noninferiority between
treatment groups was established for complete response
during the delayed phase as a preplanned analysis and dur-
ing the acute and overall phases, as post hoc analyses.
Numerically higher rates were seen for NEPA during all
phases. Most notably, a difference of 12% was seen favor-
ing NEPA during the overall phase (Fig. 3). For secondary
efficacy endpoints, the most notable finding was an 8% dif-
ference favoring NEPA for no emesis rates during the over-
all phase (Table 4).

Safety

Overall, the proportion of patients with at least one
treatment-emergent adverse event (AE) was comparable
between the two treatment groups (supplemental online
Table 1). The majority of AEs were grade 1 and 2; the serious
AEs reported were consistent with those observed in patients
with cancer undergoing chemotherapy. Consistent with the
expected adverse events for these products, the most com-
mon treatment-related adverse events were constipation,
headache, and hiccups. All treatment-related events in the
NEPA arm were grade 1, whereas one event in the aprepitant
arm was grade 1 and the other event was grade 2.

DiscussioN

There are currently multiple options of oral and IV NK; RAs
for clinicians to choose from. Most clinical studies evaluat-
ing the efficacy of the NK; RAs have been conducted in the
cisplatin HEC setting [7-9, 12, 13, 17, 23], with just a few
studies in the AC [10, 18, 24] non-AC MEC [25], or com-
bined AC/non-AC MEC settings [26, 27]. Consistent with the
earlier results in the cisplatin-based HEC settings, a clear
benefit of the NK; RA-containing triplet over the 5-HT;
RA/DEX doublet was established in both the AC and non-AC
MEC settings. Despite this there is no consensus across
guidelines for use of NK; RAs in the non-AC MEC setting. All
international and national guidelines are aligned with the
recommendation of prophylactic administration of an NK;
RA-containing regimen for patients receiving HEC or
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AC. However, similar alignment is not seen in the non-AC
MEC setting, where only national guidelines (e.g., NCCN [6])
or guidances (e.g., AFSOS [22]) recommend an NK; RA.

Interestingly, ESMO (who traditionally partners with
MASCC on antiemetic guidelines) recently issued a guidance
regarding supportive care strategies during the Covid-19
pandemic [28]. In an effort to minimize urgent care/emer-
gency department visits during this time, they rec-
ommended administration of a “generous antiemetic
prophylactic regimen” including an NK; RA. They also
suggested consideration of palonosetron as the 5-HT; RA
because of its potential better efficacy in the delayed
phase. This aligns with a recent large, retrospective study
evaluating U.S. health records of 17,609 patients undergo-
ing a variety of HEC and MEC. In this study, a substantial
proportion of the avoidable acute care visits involved
CINV [29].

In the absence of comparative studies, guideline com-
mittees and clinicians consider the NK; RA agents to be
interchangeable and equivalent. This study is first head-to-
head study comparing one NK; RA versus another in the
AC/non-AC MEC setting.

For the primary endpoint of overall complete response,
NEPA demonstrated noninferiority to the aprepitant SoC
regimen. It is noteworthy that the overall complete
response rate for NEPA (65%) exceeded that for aprepitant
(54%) by >10%, a difference considered to be clinically sig-
nificant and guideline-changing according to published
information [5, 30]. Consistent with the results for the pri-
mary endpoint, noninferiority was also seen for complete
response during the acute and delayed phases, with numer-
ically higher rates shown for NEPA. These numerically
higher rates for NEPA-treated patients in the overall study
population were also consistently seen for the secondary
efficacy endpoints, particularly during the overall phase
post-chemotherapy.

For the stratification factors AC and non-AC MEC, only
exploratory subgroup analyses were performed. However, it
was reassuring that noninferiority was seen for treatment
groups for complete response in the delayed phase and the

© 2021 The Authors.
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Figure 3. Complete response rates (AC and non-AC MEC subsets, full analysis set population).
Abbreviations: AC, anthracycline cyclophosphamide; Cl, confidence interval; MEC, moderately emetogenic chemotherapy; NEPA,

netupitant/palonosetron.

Table 4. Efficacy results for AC and non-AC MEC subsets (full analysis set population)

AC Non-AC MEC)
Endpoint, NEPA Aprepitant Risk difference NEPA Aprepitant Risk difference
n (%) (n=78) (n = 84) (95% Cl1) (n = 109) (n =102) (95% Cl1)
No emesis
Acute 50 (64.1) 57 (67.9) —4.5(—19.3t0 10.3) 102 (93.6) 88 (86.3) 7.6 (—1.1to 16.2)
Delayed 69 (88.5) 72 (85.7) 2.6 (—7.8t0 12.9) 100 (91.7) 92 (90.2) 0.1 (—8.3t0 8.4)
Overall 41 (52.6) 45 (53.6) —2.0 (—17.9 to 13.9) 93 (85.3) 78 (76.5) 7.8 (—3.7 to 19.4)
No rescue
use
Acute 63 (80.8) 62 (73.8) 6.6 (—6.3 to 19.5) 97 (89.0) 91 (89.2) —0.6 (—9.7 to 8.6)
Delayed 69 (88.5) 73 (86.9) 1.5(—8.7to 11.6) 102 (93.6) 89 (87.3) 5.1(—3.1to0 13.3)
Overall 54 (69.2) 51 (60.7) 8.1 (—6.7 to 22.9) 90 (82.6) 78 (76.5) 5.0 (—6.7 to 16.8)
NSN
Acute 46 (61.3) 51 (62.2) —1.6(—17.2t0 14.0) 93 (88.6) 85 (84.2) 5.0 (—4.9 to 14.9)
Delayed 51 (68.9) 45 (54.9) 13.2 (—2.4 to 28.9) 76 (72.4) 70 (71.4) —1.3 (—14.8 to 12.2)
Overall 43 (58.1) 37 (45.1) 12.8 (—3.7 t0 29.2) 73 (69.5) 65 (65.7) 1.7 (—12.4 to 15.7)

Abbreviations: AC, anthracycline cyclophosphamide; Cl, confidence interval; MEC, moderately emetogenic chemotherapy; NEPA, netupitant/pal-

onosetron; NSN, no significant nausea.

response rates for NEPA were slightly higher than those for
aprepitant in the acute and overall phases. For secondary
endpoints in the AC subset, NEPA showed the most sub-
stantial benefit controlling nausea during the delayed and
overall phases (in which a 13% difference was seen).

Per the original sequential noninferiority analysis plan, the
absence of noninferiority in the AC subset halted evaluation
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of noninferiority in the non-AC MEC group. The between-
treatment comparisons in this non-AC subset for acute and
overall complete response were ultimately explored as post
hoc analyses. In this subset of patients receiving non-AC MEC,
NEPA was noninferior to the aprepitant SoC regimen for com-
plete response during the acute, delayed and overall phases,
showing a substantial incremental benefit >12% in the overall
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phase. Consistent with this, among the secondary endpoints
assessed, NEPA showed the most sizeable benefit over the
aprepitant regimen in emesis control in which an 8% differ-
ence was seen during the overall phase.

In addition to being the first study to evaluate two NK;
RA regimens in the less well-studied AC/non-AC MEC set-
ting, this study also expands on the NEPA data set by
exploring its effectiveness outside the constraints of a rigor-
ous controlled registration trial in a diverse population with
cancer in a real-world setting. Pragmatic clinical trials are
welcomed as a valuable means to obtaining the type of
high-quality scientific evidence that has the potential to
directly enhance health care decision-making [31].

It was impressive to note that the effectiveness of NEPA
was in line with that seen for aprepitant [26] and rolapitant
[27] triple regimens in randomized double-blind phase Il
trials in a similar mixed AC/non-AC MEC population. The
overall complete response rate in the current pragmatic
trial was 65% for NEPA, in contrast to 69% for both
aprepitant and rolapitant regimens in each of the two his-
torical controlled and blinded trials. The lower response
rate (54%) for the aprepitant regimen in the current study
is not entirely unexpected, as it is generally believed that
randomized controlled clinical trials conducted with experi-
enced investigators and highly selected patients may reveal
benefits exceeding those expected in a real-world setting
[32]. In addition, as might be predicted in clinical practice,
there was not complete adherence to the multi-agent anti-
emetic regimen. Some patients (7%) in the aprepitant group
did not receive a 5-HT; RA and approximately 10% did not
take the prescribed follow-up doses of aprepitant on days
2 and 3. In addition, most patients in both groups only
received a corticosteroid on day 1. This highlights the value
of a simplified antiemetic regimen in a real-world setting.

Another example of reduced effectiveness in a real-world
setting was shown in a recent prospective, observational trial
exploring the effectiveness of aprepitant/fosaprepitant in a
heterogenous population receiving predominantly cisplatin-
based HEC or AC; an overall complete response rate of just
34% was seen in the AC subset [33]. A prior NEPA real-life
noninterventional study was conducted in a large heteroge-
nous population of 2,173 patients with various tumor types
receiving a variety of HEC and MEC [34]. Reassuringly, the
response rates seen in that study were consistent with those
shown in the pivotal NEPA studies.

The safety profile of NEPA in the current study was in
line with that reported in the NEPA pivotal trials and the
product label and also consistent with that seen for
the aprepitant regimen and in general the profile of adverse
events in the NK; RA and 5-HT3 RA classes.

Limitations of this study include that it was only a
single-cycle study and an open-label design, which,
although common in pragmatic trials, is susceptible to bias.
As discussed previously, another limitation was the low
power that was ultimately seen for detecting noninferiority
in the AC subset. This led to the decision to run post hoc
noninferiority testing that would have been done in a
sequential manner had the AC group been better powered.
Given the small number of patients in each of the AC and
non-AC MEC subgroups the results for these subgroups
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should be interpreted with caution. Another potential limi-
tation of this study was that there was a greater proportion
(13%) of women receiving the aprepitant regimen than
NEPA in the non-AC MEC subset. As female gender is a risk
factor for CINV, this may have potentially put this subset at
a greater risk for CINV.

It is important to note that the 5-HT3; RAs were differ-
ent in each of the treatment arms. Palonosetron is a fixed
component of the NEPA formulation and ondansetron
was selected as the 5-HT3 RA in the aprepitant SoC regi-
men as it reflects the most commonly used 5-HT; RA in
combination with aprepitant in France. As a pragmatic
study, it was important that the NK; RA comparator regi-
men reflect what is standardly administered. Although
these 5-HT; RAs differed, there is some evidence to sug-
gest a potential benefit exists for NEPA versus aprepitant,
even when administered with palonosetron. In the Gralla
et al. NEPA registration trial [19], an aprepitant plus pal-
onosetron arm was included as a safety reference; effi-
cacy was assessed as a secondary endpoint. Although the
study randomized patients at a 3:1 (NEPA:APR) ratio, the
cycle 1 overall complete response rates were 80.6%
(249/309) for NEPA wversus 75.7% (78/103) for
aprepitant/palonosetron.

Although the efficacy endpoints in this study mim-
icked those in NEPA and APR registration trials in the AC
and non-AC MEC settings [10, 18, 26], future trials
should include endpoints assessing complete control of
nausea, as this remains the greatest unmet need for
patients receiving emetogenic chemotherapy. Although
NCCN antiemetic guidelines have acknowledged NEPA
and rolapitant as effective agents for decreasing nausea,
they also report that the addition of olanzapine is espe-
cially effective for reducing nausea [6]. Future trials
should also explore the benefit of adding olanzapine to
the NEPA and aprepitant regimens in order to optimize
control of nausea, particularly in patients receiving AC
chemotherapy, in whom control of delayed nausea is
especially challenging.

NEPA, as a fixed combination antiemetic, simplifies dosing
and eliminates the complexity of administering multiple agents
and over multiple days (such as is the case with aprepitant
SoC), thereby minimizing the potential for non-compliance with
treatment. NEPA also uniquely targets two antiemetic pathways
by combining an NK; RA (netupitant) with the pharmacologi-
cally/clinically distinct 5-HT3; RA palonosetron, aligning it perti-
nently with the recent ESMO Covid-19 guidance.

CONCLUSION

This pragmatic real-world study in a heterogenous population
of patients with cancer receiving AC and non-AC MEC revealed
that a single dose of oral NEPA plus DEX was at least as effec-
tive as a 3-day aprepitant SoC regimen with evidence of a
potential efficacy benefit, particularly in patients receiving
non-AC MEC. As studies have shown that CINV risk can be
increased by as much as 6-fold in subsequent cycles if poorly
controlled in cycle one [35, 36], optimal prophylaxis prior to
initiation of chemotherapy is critical.

© 2021 The Authors.

The Oncologist published by Wiley Periodicals LLC on behalf of AlphaMed Press.



el878

NEPA vs. APR Regimen

ACKNOWLEDGMENTS

We thank the patients, clinical investigators, and site per-
sonnel who participated in this study. Editorial and medical
writing assistance was provided by Jennifer Vanden Burgt,
an independent Medical Affairs consultant, Minneapolis,
MN, and funded by Helsinn Healthcare SA, Lugano, Switzer-
land. VIFOR France provided the funding for this study. Cap-
ionis, Bordeaux, France was the contract research
organization who managed the study.

AUTHOR CONTRIBUTIONS

Conception/design: Laurent Zelek

Provision of study materials or patients: Laurent Zelek, Philippe
Debourdeau, Hugues Bourgeois, Jean Philippe Wagner, Fabien Brocard,
Claudia Lefeuvre-Plesse, Bruno Chauffert, Marianne Leheurteur, Jean-
Baptiste Bachet, Héléne Simon, Didier Mayeur, Florian Scotté

Collection and/or assembly of data: Laurent Zelek, Philippe Debourdeau,
Hugues Bourgeois, Jean Philippe Wagner, Fabien Brocard, Claudia
Lefeuvre-Plesse, Bruno Chauffert, Marianne Leheurteur, Jean-Baptiste
Bachet, Héléne Simon, Didier Mayeur, Florian Scotté

Data analysis and interpretation: Laurent Zelek, Philippe Debourdeau,

Lefeuvre-Plesse, Bruno Chauffert, Marianne Leheurteur, Jean-Baptiste
Bachet, Héléne Simon, Didier Mayeur, Florian Scotté

Manuscript writing: Laurent Zelek, Florian Scotté

Final approval of manuscript: Laurent Zelek, Philippe Debourdeau, Hugues
Bourgeois, Jean Philippe Wagner, Fabien Brocard, Claudia Lefeuvre-Plesse,
Bruno Chauffert, Marianne Leheurteur, Jean-Baptiste Bachet, Héléne
Simon, Didier Mayeur, Florian Scotté

DiscLOSURES

Laurent Zelek: Vifor Pharma (C/A), Novartis, Roche, Eli Lilly & Co.,
Sandoz, Pfizer (Other—personal fees outside the submitted work);
Jean-Baptiste Bachet: Amgen, Bayer, AstraZeneca, Merck Serono,
Pierre Fabre, Roche, Sanofi, Servier (C/A), AstraZeneca, Roche (RF);
Héléne Simon: Novartis, Eli Lilly & Co., Vifor Pharma, Pierre Fabre,
Viatris (C/A), Eli Lilly & Co., Pfizer, Tesaro, GlaxoSmithKline,
Novartis, Viatris (H); Didier Mayeur: Vifor Pharma, Léo Pharma,
Novartis ET (SAB), Janssen-Cilag, Léo Pharma, Pfizer, Roche, Sanofi,
Vifor Pharma (H); Florian Scotté: AMGEN, Mylan, Léo Pharma,
Mundi Pharma, Pfizer, Bristol-Myers Squibb, Pierre Fabre Oncology
(C/A), Tilray, Helsinn, Merck Sharp & Dohme, Vifor Pharma (H),
Vifor Pharma (RF), TESARO (SAB). The other authors indicated no
financial relationships.

(C/A) Consulting/advisory relationship; (RF) Research funding; (E) Employment; (ET) Expert
testimony; (H) Honoraria received; (Ol) Ownership interests; (IP) Intellectual property rights/

Hugues Bourgeois, Jean Philippe Wagner,

REFERENCES

Fabien Brocard, Claudia

inventor/patent holder; (SAB) Scientific advisory board

1. Navari R, Aapro M. Antiemetic prophylaxis
for chemotherapy-induced nausea and vomiting.
N Engl J Med 2016;374:1356-1367.

2. Aapro M, Molassiotis A, Dicato M et al on

behalf of PEER investigators. The effect of
guideline-consistent antiemetic therapy on
chemotherapy-induced nausea and vomiting
(CINV): The Pan European Emesis Registry
(PEER). Ann Oncol 2012;23:1986-1992.

3. Gilmore JW, Peacock NW, Gu A et al. Anti-
emetic guideline consistency and incidence of
chemotherapy-induced nausea and vomiting in
US community oncology practice: INSPIRE study.
J Oncol Pract 2014;10:68-74.

4. Hesketh PJ, Kris MG, Basch E et al. Anti-
emetics: ASCO Guideline update. J Clin Oncol
2020;38:2782-2797.

5. Roila F, Molassiotis A, Herrstadt J et al. 2016
MASCC and ESMO Guideline update for the pre-
vention of chemotherapy- and radiotherapy-
induced nausea and vomiting in advanced cancer
patients. Ann Oncol 2016;27(suppl 5):v119-v133.

6. NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelines): Antiemesis. Version 2.2020.
Plymouth Meeting, PA: National Comprehensive
Cancer Center, 2020. https://www.nccn.org/
professionals/physician_gls/pdf/antiemesis.pdf.

7. Hesketh PJ, Grunberg SM, Gralla RJ et al. The
oral neurokinin-1 antagonist aprepitant for
the prevention of chemotherapy-induced nausea
and vomiting: A multinational, randomized,
double-blind, placebo-controlled trial in patients
receiving high-dose cisplatin—the Aprepitant Pro-
tocol 052 Study Group. J Clin Oncol 2003;21:
4112-4119.

8. Poli-Bigelli S, Rodriguez-Pereira J, Carides A
et al. Addition of the neurokinin 1 receptor antag-
onist aprepitant to standard antiemetic therapy
improves control of chemotherapy-induced nau-
sea and vomiting: Results from a randomized,
double-blind, placebo-controlled trial in Latin
America. Cancer 2003;97:3090-3098.

9. Schmoll HJ, Aapro MS, Poli-Bigelli S et al.
Comparison of aprepitant regimen with a

© 2021 The Authors.

multiple-day ondansetron regimen, both with
dexamethasone, for antiemetic efficacy in high-
dose cisplatin treatment. Ann Oncol 2006;17:
1000-1006.

10. Warr DG, Hesketh PJ, Gralla RJ et al. Efficacy
and tolerability of aprepitant for the prevention
of chemotherapy-induced nausea and vomiting
in patients with breast cancer after moderately
emetogenic chemotherapy. J Clin Oncol 2005;23:
2822-2830.

11. Ottoboni T, Keller MR, Cravets T et al. Bio-
equivalence of HTX-019 (aprepitant 1V) and fos-
aprepitant in healthy subjects: A phase |, open-
label, randomized, two-way crossover evalua-
tion. Drug Des Devel Ther 2018;12:429-435

12. Grunberg S, Chua D, Maru A et al. Single-
dose fosaprepitant for the prevention of
chemotherapy-induced nausea and vomiting
associated with cisplatin therapy: Randomized,
double-blind study protocol—EASE. J Clin Oncol
2011;29:1495-1501.

13. Rapoport BL, Chasen MR, Gridelli C et al.
Safety and efficacy of rolapitant for prevention
of chemotherapy-induced nausea and vomiting
after administration of cisplatin-based highly
emetogenic chemotherapy in patients with can-
cer: Two randomised, active-controlled, doub-
leblind, phase 3 trials. Lancet Oncol 2015;16:
1079-1089.

14. Saito H, Yashizawa H, Yoshimori K et al. Effi-
cacy and safety of single-dose fosaprepitant in
the prevention of chemotherapy-induced nausea
and vomiting in patients receiving high-dose cis-
platin: A multicentre, randomised, double-blind,
placebo-controlled phase 3 trial. Ann Oncol
2013;24:1067-1073.

15. Jordan K, Gralla R, Jahn F et al. International
antiemetic guidelines on chemotherapy induced
nausea and vomiting (CINV): Content and imple-
mentation in daily routine practice. Eur J
Pharmacol 2014;722:197-202.

16. Rojas C, Raje M, Tsukamoto T et al. Molecu-
lar mechanisms of 5-HT(3) and NK(1) receptor

The Oncologist published by Wiley Periodicals LLC on behalf of AlphaMed Press.

antagonists in prevention of emesis. Eur J
Pharmacol 2014;722:26-37.

17. Hesketh PJ, Rossi G, Rizzi G et al. Efficacy
and safety of NEPA, an oral combination of
netupitant and palonosetron, for prevention of
chemotherapy-induced nausea and vomiting fol-
lowing highly emetogenic chemotherapy: A ran-
domized dose-ranging pivotal study. Ann Oncol
2014;25:1340-1346.

18. Aapro M, Rugo H, Rossi G et al. A random-
ized phase Il study evaluating the efficacy and
safety of NEPA, a fixed-dose combination of
netupitant and palonosetron, for prevention of
chemotherapy-induced nausea and vomiting fol-
lowing moderately emetogenic chemotherapy.
Ann Oncol 2014;25:1328-1333.

19. Gralla RJ, Bosnjak SM, Hontsa A et al. A
phase Il study evaluating the safety and efficacy
of NEPA, a fixed-dose combination of netupitant
and palonosetron, for prevention of
chemotherapy-induced nausea and vomiting
over repeated cycles of chemotherapy. Ann
Oncol 2014;25:1333-1339.

20. Aapro M, Karthaus M, Schwartzberg L et al.
NEPA, a fixed oral combination of netupitant and
palonosetron, improves control of
chemotherapy-induced nausea and vomiting
(CINV) over multiple cycles of chemotherapy:
Results of a randomized, double-blind, phase
3 trial versus oral palonosetron. Support Care
Cancer 2017;25:1127-1135.

21. Zhang L, Lu S, Feng J et al. A randomized
phase Il study evaluating the efficacy of single-
dose NEPA, a fixed antiemetic combination of
netupitant and palonosetron, versus an aprepitant
regimen for prevention of chemotherapy-induced
nausea and vomiting (CINV) in patients receiving
highly emetogenic chemotherapy (HEC). Ann Oncol
2018;29:452-458.

22. Jovenin N, Eche-Gass A, Cheze S et al. Anti-
neoplastic drug induced nausea and vomiting:
What is the clinical practice in 2018? An update
of AFSOS Clinical Guidelines [article in French].
Bull Cancer 2019;106:497-509.

Oncologist


https://www.nccn.org/professionals/physician_gls/pdf/antiemesis.pdf
https://www.nccn.org/professionals/physician_gls/pdf/antiemesis.pdf

Zelek, Debourdeau, Bourgeois et al.

e1879

23. Hu Z, Cheng Y, Zhang H et al. Aprepitant tri-
ple therapy for the prevention of chemotherapy-
induced nausea and vomiting following high-
dose cisplatin in Chinese patients: A randomized,
double-blind, placebo-controlled phase Il trial.
Support Care Cancer 2014;22:979-987.

24. Schwartzberg L, Navari R, Clark-Snow R et al.
Phase lllb safety and efficacy of intravenous NEPA
for prevention of chemotherapy-induced nausea
and vomiting (CINV) in patients with breast cancer
receiving initial and repeat cycles of anthracycline
and cyclophosphamide (AC) chemotherapy. The
Oncologist 2020;2:e589-e597.

25. Weinstein C, Jordan K, Green SA et al. Sin-
gle-dose fosaprepitant for the prevention of
chemotherapy-induced nausea and vomiting
associated with moderately emetogenic chemo-
therapy: Results of a randomized, double-blind
phase IlI trial. Ann Oncol 2016;27:172-178.

26. Rapoport B, Jordan K, Boice JA et al.
Aprepitant for the prevention of chemotherapy-
induced nausea and vomiting associated with a
broad range of moderately emetogenic chemo-
therapies and tumor types: A randomized,
double-blind study. Support Care Cancer 2010;
18:423-431.

27. Schwartzberg LS, Modiano MR, Rapoport BL
et al. Safety and efficacy of rolapitant for pre-
vention of chemotherapy-induced nausea and
vomiting after administration of moderately
emetogenic chemotherapy or anthracycline and
cyclophosphamide regimens in patients with
cancer: A randomised, active-controlled, double-
blind, phase 3 trial. Lancet Oncol 2015;16:1071—
1078.

28. ESMO cancer patient management during
the Covid-19 pandemic. Web site of the
European Society for Medical Oncology, 2020.
Available at https://www.esmo.org/guidelines/
cancer-patient-management-during-the-covid-
19-pandemic/supportive-care-in-the-covid-19-
era. Accessed July 2021.

29. Navari R, Ruddy K, LeBlanc T et al. Avoid-
able acute care use associated with nausea and
vomiting among patients receiving highly
emetogenic chemotherapy or oxaliplatin. The
Oncologist 2021;26:325-331.

30. Olver |, Molassiotis A, Aapro M et al. Anti-
emetic research: Future directions. Support Care
Cancer 2011;19(suppl 1):549-S55

31. Kalkman S, van Thiel JMW, Grobbee DE
et al. Stakeholders’ views on the ethical

challenges of pragmatic trials investigating pa

maceutical drugs. Trials 2016;17:419.

32. Templeton AJ, Booth CM, Tannock IF. Info-
rming patients about expected outcomes: The
efficacy effectiveness gap. J Clin Oncol 2020;38:
1651-1654.

33. Schwartzberg L, Mclaughlin T, Geller R
et al. Real-world efficacy: Intravenous pal-
onosetron three-drug regimen for
chemotherapy-induced nausea and vomiting
with highly emetogenic chemotherapy. J Comp
Eff Res 2018;7:1161-1170.

34. Karthaus M, Oskay-Ozcelik G, Wulfing P
et al. Real-world evidence of NEPA, netupitant-
palonosetron, in chemotherapy-induced nausea
and vomiting prevention: Effects on quality of
life. Future Oncol 2020;16:939-953.

35. Molassiotis A, Lee PH, Burke TA et al. Antici-
patory nausea, risk factors and its impact on
chemotherapy-induced nausea and vomiting.
J Pain Symptom Manage 2016; 51:987-993.

36. Dranitsaris G, Molassiotis A, Clemons M
et al. The development of a prediction tool to
identify cancer patients at high risk for
chemotherapy-induced nausea and vomiting.
Ann Oncol 2017;28:1260-1267.

@ See http://www.TheOncologist.com for supplemental material available online.

www.TheOncologist.com

© 2021 The Authors.

The Oncologist published by Wiley Periodicals LLC on behalf of AlphaMed Press.



https://www.esmo.org/guidelines/cancer-patient-management-during-the-covid-19-pandemic
https://www.esmo.org/guidelines/cancer-patient-management-during-the-covid-19-pandemic
https://www.esmo.org/guidelines/cancer-patient-management-during-the-covid-19-pandemic
https://www.esmo.org/guidelines/cancer-patient-management-during-the-covid-19-pandemic

	 A Pragmatic Study Evaluating NEPA Versus Aprepitant for Prevention of Chemotherapy-Induced Nausea and Vomiting in Patients...
	Introduction
	Materials and Methods
	Study Design
	Patients
	Treatment
	Assessments
	Statistical Analysis

	Results
	Patient Population
	Efficacy
	Complete Response, No Emesis, No Rescue Use, and No Significant Nausea in the Overall Study Population

	Complete Response, No Emesis, No Rescue Use, and No Significant Nausea in the AC/Non-AC MEC Subsets
	Safety

	Discussion
	Conclusion
	Acknowledgments
	Author Contributions
	Disclosures
	References


